The presence of clinical conditions which connect acute hepatitis and liver cirrhosis has been suspected on the clinical basis. Polack (1938) reported on the chronic hepatitis in young subjects and, although the term chronic hepatitis used by this author appears to be synonymous with liver cirrhosis, it is evident that he dealt with patients with a hypertrophic liver damage following acute hepatitis which was apparently a precursory stage of liver cirrhosis. Bloomfield (1938) discussed that sometimes a slowly progressive change occurs in the liver following acute hepatitis in spite of apparent complete recovery and that some of these patients progress into the terminal stage where the clinical evidence of cirrhosis rapidly appears. As stated above, the term chronic hepatitis was synonymous with liver cirrhosis. Barker, Capps and Allen (1945) defined chronic hepatitis as a syndrome and divided it into two subgroups, active and inactive, depending upon the physical, symptomatic and laboratory evidence of aggravation after physical exercise. The introduction of liver biopsy technique made it possible to define the chronic hepatitis more clearly. The chronic hepatitis is now a well established clinical entity and it is generally accepted that some of the cases of chronic hepatitis progress into liver cirrhosis. Along with the increase of the clinical experience and also of the long term observation, however, there arose a question why in the majority of the cases the histological findings remain unchanged for longer period and the progress into liver cirrhosis occurs only in a limited number of patients.
To answer this question, two different approaches may be needed.
One is the study on the antecedent hepatitis in cases of liver cirrhosis, and the other is the serial biopsy study on cases of chronic hepatitis.
The present paper reports the results of these studies.
METHODS AND MATERIALS
119 cases of liver cirrhosis, in which the diagnosis had been established by histological, peritoneoscopical or necropsy findings were selected at random for the present investiga tion. All cases were those hospitalized at the Third Department of Medicine of Tohoku University Hospital.
The charts of these cases were reviewed by three physicians and evidence of the antecedent hepatitis was looked for. When the histological and/or peritoneoscopical evidence was lacking, the criteria for antecedent acute hepatitis were settled as follows: the presence of icterus, highly elevated transaminases, typical symptomatology and clinical course compatible with acute hepatitis so judged by at least two out of three physicians.
In 51 cases of histologically confirmed chronic hepatitis, liver biopsy was done more than twice (Fig. 3) . These specimens were re-examined and classified into two groups, active type and inactive type, according to the agreement at Inuyama Symposium (1967). A typical histological pattern of the case of active type is demonstrated in Fig. 1 and that of inactive type in Fig. 2 . According to the above-mentioned agreement, the histology includes the persisting inflammatory process around the portal tracts being associated with fibrosis and round cell infiltration, and widening of the portal tracts.
Presence of the destruction of the limiting plate distinguishes active type from inactive type.
The widening of the portal tracts due to the inflammatory and fibrous changes differentiates chronic hepatitis from non-specific reactive hepatitis or persistent hepatitis.
RESULTS
In 119 cases of liver cirrhosis, 16 cases were found to have had antecedent acute hepatitis. In these 16 cases, 12 were male and 4 were female (Table 1) . Age ranged from 18 to 68 years, and 10 cases were above age 40. 12 out of the 16 cases had experienced antecedent hepatitis within 5 years and 11 out of 16 had hepatitis within 3 years before the diagnosis of liver cirrhosis was made. Namely, the majority of cases of liver cirrhosis had experienced hepatitis within relatively short periods before the diagnosis of liver cirrhosis.
In 51 cases which received serial biopsies, 33 were male and 18 were female. The results of the follow-up by serial biopsies are shown in Fig. 3 . Their ages ranged from 18 to 71 years. The average age was 39 years in the whole group, 44 years in the male group and 29 years in the female group. Cases under 20 years of age were 4 females and 3 males. There were 16 cases, 10 males and 6 females, of the inactive type of chronic hepatitis at the time of the initial biopsy. 13 out of the 16 cases remained unchanged through the follow-up biopsies; in 2 cases, one male and one Ichida et al. 1969 ) demonstrated by means of serial biopsies that some cases of chronic hepatitis progressed into liver cirrhosis. The present report has confirmed these observa tions. In our study, 6 out of 51 cases of chronic hepatitis turned to liver cirrhosis. It is noteworthy that all of these 6 cases belonged to the active type of chronic hepatitis and none of the cases in the group of inactive type progressed to liver cirrhosis. Attempts to distinguish between the active and inactive types by the commonly used liver function tests were unsuccessful, for no clear-cut difference was observed in the results of the tests, except for SGPT. As is commonly accepted, liver cirrhosis develops from the active type of chronic hepatitis. However, a considerable number of the cases in this group showed always the same histological pattern in the following biopsies. Furthermore, more than one third of the cases of the active type were converted to inactive type which never developed to liver cirrhosis. The observation period of these cases ranged from 1 month to 120 months from the time of initial biopsy. 6 cases showed transi tion to liver cirrhosis within 2 to 120 months. However, one of them had a long blind period of 120 months between the two biopsies. 4 of the remaining 5 cases showed transition to cirrhosis within 10 months and 3 of them showed transition within 4 months. Ueno and Haga stated (1967) that the patients who show development to liver cirrhosis do so mostly within 2 years after the initial attack of acute hepatitis. In our present study, most of the patients who had chronic hepatitis and showed transition to liver cirrhosis fall in this category. To test this possibility, we examined the relationship of the time of diagnosis of liver cirrhosis and the time of initial attack of acute hepatitis in patients with liver cirrhosis and found that the time between the two events was relatively short in the majority of such cases.
In many cases of chronic hepatitis, the follow-up study was conducted beyond the time presumed to be long enough for the transition to liver cirrhosis, but the results suggest that there may be other factors than chronic hepatitis which also act to induce the transition to liver cirrhosis. It is worth noting in this connec tion that the majority of the cases which experienced the transition to liver cirrhosis did so within relatively short periods after the diagnosis of chronic hepatitis and most of them showed a histological pattern of postnecrotic cirrhosis.
Probably these cases had passed the stage of acute submassive necrosis in their clinical course of chronic hepatitis, and in fact this is known to occur in some cases (Oota 1967; Mori and Miyake 1972) . Cases showing submassive necrosis of the liver might be included in the active type of chronic hepatitis, if biopsy was done at the time of recovery. However, further careful evaluation is necessary to include such cases in the category of chronic hepatitis.
